OS/28/02 11:40 FAI 215 563 M4 DANN DORFMAN PHILA A ® 009 



respectfully requested. ^ner has 

* -5 „f the Official Action, cne 
At page 2 of the O mention II. Claims 2-5 

acknowledged Applicants' election 

^ < m « l and 6-18 have been canceled. 
^ 19 . Claims 1 and 6 act of the 

The Examiner also objected to ti 

«♦-« that the abstract be amended to 
disclosure and recasts haS been tended 

reflect the elected xnventxon. The a 

fhr present amendment to rerxect 
in accordance «th the prese Aspergi l lu s species, 

invention cowries a method ae haB 
At page 3 °f the Official action, the Exammer 

, ■ . , « and 19 under 35 U.S.C. 5112. =«ond 
seated Clru- ^ ^ ^ ^ £ailing eo parClcu iarl y 

the invention. CUi» 2-5 »ave been amended. Cl-» » 
bee n canceled and new Claims 20-22 have been *• 
£ore3 oin, amendments and new claims place the 
compUance with the retirements or 35 U.S.C. 1112, 

Para T P a 9 e , or the Official Action, the —er has 

rei ected - - » t" C e 3 :t"- c ;r : l::., «... 

alle 9 edl y unpatentable over ^ J* eC ^ 

and Bee* <« . -tent » 5 , .J7 ^ ^ (j ^ 

(Acta Biochimica Polxomca, is»«; . . 
Ippl. Microbiol.. 199.). -outova (Senban* *= = 

/r-^v^nk Accession Number U65306) ana 
AJ001331) , Peterson (Genban* Access 

Amiirr* et al. (Genbank Accession Number U93683) . 
Ti l -s also been ^ected under 3B u.-.C. .103U) as 
C a i:U y unpatentable over the references listed above ; n 

^ =n rn s Patent No. 5,Bii/,o3oj . 
further view of Nelson et al, (U.b. 

„ view or the amendments presented herew ith an the 
remark that follow. Applicants respectful submit that the 
claims are in condition for allowance. "«a™flY. 
favorable action on this application is earnest* sorted. 
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PEQUIRBW^S OF 35 U.S.C. ■! , 

, ^ -roHprted Claims 2-5 ana ±y 
The Examiner has reacted inde finite for 

satisfies the ^^ c ^^ U ^L , - ci«--^ a 

paragraph x. Aether c q£ precision and 

particular area a ™ a etes and bounds of the claimed 

particularity such that the mete 

- nare reasonably clear. In_re_Moore., 169 U.S. P. Q. 
invention are reason y fully submit that with 

m r p a 1971) . Applicants respectiuixy 

(C.C.P.a. w-i *■ ± inq uiry must he 

respect to Claims 2-5 and new claim 20-22 this qa 

answered in the af f irmative . 

Claims 2-5 and 19 are allegedly indefxmte for 

following reasons: 

■ finds the term "known" in claims 2-5 unclear; 

1) The Examiner finds tne tem, 

^ claim 2 contains a typographical error; 

2) Claim ^ c aileaedly fails to convey 

3) The term -being" in claims 2-5 allegedly 

i-v,~ metes and bounds of the claims ; 

the metes anu. j-> ^taetablv labeled probes 

The recitation "using one or more detectaoxy 

o£ th e B3 id £ un 3al ^ ^ labeled proba is 

said fungal species identified by eacn s 

™ie» in claims 2-5, followed by the 
present in said sample m <-i _ . . 

1 I / aiieaedly renders this claims set 

_ fhat claim 19 is indefinite as it 

6) The Examiner contends that claim is 

atmears to be directed to five different methods. 

PP Xn response to the foregoing rejections the claims have 
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been amended as follows. 

- ha* been omitted from claims 2-5, 

1) The term "known has been 

* i-prm "oligonucleotide in step 

2) The misspelling of the term o±ig 

claim 2 has been corrected; .■«.>, 

. n - m n mb been replaced with the 

3) The word -being" m claim 2 has been rep 

nhrase "consisting of"; 

^Claims 2-» -e ..an amended to recite ^ 

tL invention which amplify the specified region of the fungal 

5) Claims 3-5 have been amended such that they now P 

:;tail » has -en canceled and new claim. ™J%£T 
particularly net forth the method steps reared to detect a 
nucleic acid seance associated with a particular Asper^us 
infection utilising the different methodology encompassed by 

original claim 19. 

in connection with the Examiner's uncertainty with 
reference to the relationship between claims 2 and A. claim 
has been amended to recite that the amplified nuclei acid 
sequence is probed with at least 15-25 nucleotides of a 
sequence selected from SEQ IP SO: 3-8 which distinguish the 
species from another. Support for this amendment can be found 
at page 10 and in Addendum 1 cf the specification. Applicants 
respectfully submit that one of ordinary skill in the art, 
having the instant specification before them could readily 
determine the appropriate hybridization conditions without 
undue experimentation. As an additional matter, while the 
specification does disclose that probes are preferably between 
15-25 nucleotides in length, one of ordinary skill m the art 
appreciates that probes may be approximately 600 nucleotides 
in length as well. Accordingly, Applicants submit that the 
daims satisfy the requirements of 35 O.5.C. 1112. second 

paragraph. . 

in light of the present claim amendments. Applicants 
respectfully submit that Claims 2-5 and newly added Claims 20- 
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22 are not indefinite and revest that the .ejection of the 
LZ 35 U.S.C. .112. -ond Paraph, b. withdrawn. 

CLAIMS 2 -5 AS AMENDED AND NEW CIAIMS 20-24 ARE PATENTABLE 
DISTINCT OVER THE CITED PRIOR ART 

Claims 2-4 and 19 have been rejected under 35 U S-C. 
8103(a) as allegedly unpatentable over White et al. (PC* 
Pr ells, 1990) and Beck (O.8. Patent No. 5.B27. 695) - ~~ 
Z Borsuk et al. (Acta Biochimica Pollonica, 1994), ^kkun, et 
al (J Gen. Appl. Microbiol., 1998), Pazoutova (Genbank 

^ nni „i, Peterson (Genbank Accession Number 
Accession Number AJ0 013 31) , Peterson ^ 

U65306) and Aguirre et al. (Genbank Accession Number U93683) . 
Claim 5 has also been rejected under 35 u.S.C. 1103(a) based 
of the references listed above and further in further view of 
Nelson et al. (U.S. Patent Ho- 5,827,656). 

The Examiner takes the position that White et al. teach 
that IST1 and ITS5 are located within the small rDNA and ITS4 
is located in the larger rDNA which would allow amplification 
of both the ITS1 and ITS2 regions which are highly variable 
among species. The Examiner further contends that Beck 
teaches that methods to clone ITS DNA sequences are known xn 
the art as well as the general isolation of DNA from fungal 
isolates. The Examiner acknowledges that neither White et al. 
nor Beck teach SEQ ID NO: 2. Applicants note that Beck is 
directed to an analysis of fungal pathogens of wheat rather 
than medically important Aspergillus species . 

The Exairdner states that Borsuk et al. show alignments of 
ITS1 and ITS2 regions of three Aspergillus species. 
Applicants note that Borsuk et al. also do not disclose a 
sequence of SEQ ID NO : 2 . 

The Examiner relies in Nikkuni et al. for the teaching 
that ITS regions may be used to distinguish between strains of 
fungi . 

The Examiner cites Pazotova et al., Peterson et al. and 
Aguirre et al. for teaching Aspergillus sequences from 
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Aspergillus terreus, Aspergillus niger and Aspergillus 
******* respectively. Each of these sequences centals but 
does not disclose, an isolated primer sequence of SEQ ID NO: 



2 



According to the Examiner, it would have been prima face 
obvious to one of ordinary skill in the art to modify the 
teachings of white and Beck given the specific sequences for 
Aspergillus as taught by Borsuk, Nikkuni, Pazoutova, Peterson 
and Aguirre. Applicants respectfully disagree. 

The relevant inquiry in determining obviousness under 3 5 
U.S.C §103 based on the combined disclosure of references, is 
whether the references supply some teaching or suggestion to 
one of ordinary skill in the art to arrive at the invention as 
claimed, rr - — CQ ™*^' 5 U-S.P.Q.2d 1529 (Fed. 

Cir. 1988) . Obviousness cannot be established by combining 
the teachings of the prior art to produce the claimed 
invention, absent some teaching or suggestion supporting the 
combination. Jn re Fin e, 5 U.S.P.Q.2d 1596 (Fed. Cir. 1988). 
Moreover, the teaching or suggestion supporting the 
desirability or the combination must be found in the prior 
art, not in the applicant's disclosure. Tn re Frit ch, 23 
U.S. P.O. 2d 1780 (Fed. Cir. 1992). Under these standards, none 
of the cited references, considered singly or in combination, 
renders obvious the invention as presently claimed in claims 
2-5 and 19. 

Claim 2 has been amended to recite a method to identify 
pathogenic Aspergillus species from a patient sample in order 
to determine whether the patient has an Aspergillus infection. 
The method further entails identifying the particular species 
of Aspergillus causing the underlying infection. Support for 
this amendment can be found at page 29, lines 23-30. 

The prior art references cited by the Examiner do not 
suggest all of the features of the methods provided in Claims 
2-5. Specifically, none suggest the use of the instant method 
for identifying pathogenic fungi in clinical samples obtained 
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,«l of having an Aspergillus infection, 
fro* patients ^^^ ID \ 0l2 is not disclosed in any 

~" Is The Boner's assertion that SEQ. id 
of the cited references. The Bxa of white et 

N 0: 2 is a structural homclog «* ^ ^ eacn 

■ .->„• face of the patent office pos, 
al. fl.«j»tt».ef^.? ^ aistinot invention. 

^rnothirrre/^cturall, h^us he™een 

- -r-n r^. - ^ - ~ — 

■ ,..a. hut do not teach, or suggest SEQ ID 
seq „ences that o£ ^ oited re£ere „ces is 

_ o Moreover, nowhere in ciny ^ 

"ire' a suction or teacM, to combine the references to 
there sugg specifically identifying varxoua 

devise a method fo J ^ biologic al sample using 

pathogeny Aspergillus sp well _ se ttled premise, < 

^ 0 nrnhss of SEQ ID NOS : 3-8. It.ia.a we 

TX M that Silence in a reference is not « ,. 

suititute for ade^ate disclosure of ^ > - ; 

con=lusi6n of obviousness ^..Justifiably., follow . _ 

Burt 148 O.S. P.O. 548 (CCPA 1966). 

^Tbe Examiner acKno»ledges that the primer set o IJ*. 

n • . .ere modified (and thus are distinct from the 

cites in re All* fo* tb. premise -that when general 

inventive to discovei q In 

■Ration- Applicants primer set is unique. Thus, in 
experimentation . App case &s 

re Aller is not applicable to the facts or t . 
ILucLts are not merely wooing to discover optimum or 
workable ranges of known compositions 

The Examiner has further rejected dam 5 under 35 
1 ■ , ^ BprV in view of Borauk et al., 

si03(a) over White et al . and Beck, in vie 

§1UJ iaj uvcj. . ario ' further in 

■ et al pazoutova, Peterson, Aguirre ana rur 
Nikkum et al . , references 

~n TVie> deficiencies o£ tne retexd 
view of Nelson et al. The dene 

cited in connection with the ^ectio discl0 sure in US 

under S 103(a> have been set forth above. The disci 
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j. • -■ up for these deficiencies to 

Patent 5,827,656 fail to make up 

render claim 5 obvious- arm i ica nts respectfully 

, , _ - w he foregoing, Applicants j-<= f 
in U*t of all the ^ ciaiaa M _ 22 are „ ot 

— ttat C n "JTprior «t «* that *. 

rejection of Claims ± -> 

withdrawn- rvr-Mented herein, 

In vi ew of the amendments and ^^"^ in tbe 
it is respectfully urged that the reactions set to 

I 19 2001 Official Action be withdrawn and that this 
October 19, 2001 Offi ^ lS 

application be passe to ^ ^ ^ ±fc 

not c:: : a :; ^ - re^ ^ a 

S^tZi-. - — - ~« to telephone 
telephone in hone numbe r given below, 

the undersigned attorney at tne y 

Respectfully submitted, 

DANN DORFMAN. HERKELL AND SKILLMAN 
A Professional Corporation 



Kathleen D. Rigaut, P. 
PTO Registration No. 




Telephone: (215) 563-4100 
Facsimile: (215) 563-4044 

Enclosures: Appendix A 



11 



Received from < 215 563 4044 > at 5128/02 11:44:34 AM [Eastern Daylight Time] 



05/28/02 11:42 FA1 215 563 



DANN DORFMAN PHI LA 



@015 



Appendix A 



differentiate between 

-H-Lolocn ^*" 1 sample. 

In The Claims t , one or more 

2. (tended) A nvetfcod of deterging wither one 

•,7„, secies selected from the group [of fungal 
fungal A^pf-rgiUus. species * 

. Hra o£ Aspergillus ustus jgp-Q rn NO' 3J., 
speciesl consistxng of Aspw- 

™ NO 4) , Aspergillus niger imtiU 
Aspergillus terreus ±^>^v . 17 „_ 

JBLBJUL «d villus ™ ifflBJUB. 
« ^eudallaschsria *oydii, rusariu* sol— 
o^sporun., WBi, -lJJlftt-. Penicillin app.. 
Zassezia furfur, Malbamcnia spp. , Cylindrocarpon 
lichenicola, cladophialopnora bantiana, Arwrog 
„caila hyalinaspora. Cylindrocarpon d^tructans 
«nr*c *cnan*ii, M-«*«~ dar,a t i C id S s, Pan ^« 
m amefeii. His**— dubcisii, ^ ^ 

coccidicdes fimlti.. cryptococcus necf—, 
crisis. Canada albicans. Candida Crop.calia, Cand da 
lus i t aniae, Candida glafcrata, and Candida parapsHc-s . 
^Tt in* M^.. ~« ™^ S ™ f0ll0Sin9 

a, extracting nucleic acid ^tarial from fungi 
contained in (said, a^iO* sa^le ^^^^^ 

am^M^, nprmrnin- -infectAaa; 

b) adding two [known oligonucleodde] 

— '^.n r/rxr 1 :: 1 ^ — 
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• „n the rBNA present in the fungal species 
hypervariable region on the rRNA p 

of said group; . . --i^ers; and 

c) amplifying the sequence between said prxm 

a) uaina OM « «• ---^ — by 

said primers flirt proDes __e , , ,.- rn1 . ■ ^ B „ f gyio ID 

KO- 1 -r- ^ ion: 4. se n t-p no- s , swp ip «u 

U n ^ ' p bv — . . , „ 4 j <5T>ecies, each said 

identified by each said labeled P-be is present » — 

sample- 

3 (tended) The method of claim tlj 2. tin which, in 
said amplifying step.! shsrsin said amplifying procedure x. 
the polymerase chain reaction. 

4. (Amended) The method of claim HI i in which said 
one or more probes hybrj^il .r ■ I IWW> 

^^Li-tL. Of (SEQ ID ».3). (SEQ ID »U>. «» » 
». S T (SEQ ID K>:6). (SEQ » »:7). «d (SEQ ID *>:B>[. (SEQ 

««»-»■«'. ™»«; 1 ; (SEQ 

IDN 0:13>. <SEQIDN0:14). <SEQIDN0:1 5) . (SEQ »a t ) . 
(SE0 XD »0:17). (SEQ ID N0:18). (SEQ ID *>:»>. <«0 » 
HC:20). (SEQ ID M>:21). ( SE Q 1» NO:22> — (SEQ ID NO:23) , 
(SEQ ID „0= 24) . (SEQ ID *0:25) . (SEQ ID „0:26) . MM ID 
H0.27, . (SEQ ID «>.2B> . (SEQ ID K0.29, , (SEQ ID XO.30, . and (SEQ 
IDH0-.31). (SEQ ID NO:32) , (SEQ ID KO:33>] . 

5 (Amended) The method of claim [11 2 wherein, in 
s tep (d), more than one probe is need, each said probe bein 3 
connected to (a, a different signal moiety or (b, a mo.ety 
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which allows separation of said probes. 
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